Sir, We read with great interest the report recently published in the Indian Journal of Dermatology by Balegar et al., [1] which describes a case of a 27-year-old male who developed radiation-induced progressive generalized morphea after getting radiotherapy (RT) for an intracranial tumor. In this patient, morphea, initially strictly localized on the irradiated zone, appeared some months after the last cycle of RT, suggesting induction by ionizing radiation. [1] Radiation dermatitis has for a long time been known to be the most fertile ground for the subsequent development of primary skin cancers on the irradiated area. [2] An irradiated area is prone to the development not only of tumors but also of opportunistic infections and immune-mediated skin disorders (as morphea), depicting a typical example of "immunocompromised cutaneous district" (ICD). [2, 3] Whatever the cause, the concept of ICD refers to a skin site of locoregional immune dysregulation due to an obstacle to the normal trafficking of immunocompetent cells through lymphatic channels and/or an interference with the signals that the neuropeptides and neurotransmitters, related to peripheral nerves, send to cell membrane receptors of immunocompetent cells. Depending on which of the neurotransmitters and immune cells are involved, this destabilization could be either defective, thus predisposing to infections and tumors, or excessive, thus favoring the occurrence of some immune disorders or dysimmune reactions at the sites "marked" by prior clinical events or injury. [2] In radiation dermatitis, the lymph network is profoundly disrupted with abnormal dilation of some vessels and obstruction of others, which results in an obvious obstacle to the trafficking of immune cells. Moreover, peripheral nerve fibers are throttled by dermal fibrosis. Therefore, the dysregulation of the immune control occurring in irradiated areas may be explained by the impaired lymph flow on the one hand and the fibrotic throttling or reduction of peptidergic nerve fibers on the other hand. Both changes locally alter the interplay between immune cells conveyed by lymph vessels and neuromediators running along peripheral nerve fibers. [3] A recent classification of isomorphic and isotopic skin reactions has proposed a newly coined terminology to indicate each specific cause responsible for the occurrence of an ICD and has encompassed additional conditions that had not been defined previously. [15] [16] [17] [18] [19] [20] [21] [22] [23] [24] [25] According to this new categorization, [25] the report of Balegar et al. can be seen as an example of "isoradiotopic response," that can be defined as a new skin disease that appears at site of previously diseased or injured (due to a previous irradiation) skin. In this peculiar case, morphea spread and generalized later on the abdomen, chest, and arms.
We thank the authors for giving us the opportunity to discuss such a complex and interesting topic.
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Sir, I am delighted that authors have shown keen interest in the case report published in the journal.
[1] Radiation in our case definitely caused alteration in the local immune response the so-called "immunocompromised cutaneous district," which led to the development of morphea. The authors have thrown light on the mechanism, by which immune dysregulation occurs in the irradiated areas. Altered trafficking of immune competent cells, lymphatic obstruction, and interference in neurotransmitter signaling, all lead to immune disorders such as morphea. The term isotopic response first described by Wolf et al. [2] refers to occurrence of a new skin disorder at the site of another, unrelated, and already healed skin disease. [2] The localization of skin diseases remains one of the most elusive problems in dermatology. [2] Etiology of isotopic response is thought to be immunologic, neural, vascular, viral, and locus minoris resistentiae (a site of lessened resistance). [3] The concept of isoradiotopic response as described and categorized by Caccavale et al. [4] does hold good in our case. More literature review is needed to consider it a new form of isotopic response.
